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Bis-1,2,4-Triazol iceren Bazi Yeni Piridin Bilesiklerinin Sentezi ve Antioksidan Ozellikleri
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AMAG: Bu galismada bis-1,2,4-triazol halkasi ihtiva eden yeni bilesiklerin (3a-e, 4a-e) sentezi ve bazi biyolojik
aktiviteleri Ozerine odaklaniimigtir. ilk olarak triazol bilesiklerin sentezi yapilmis, daha sonra bilesiklerin asetilkolin
esteraz (AChE), insan karbonik anhidraz enzimleri (hCA I ve II) (izerindeki inhibisyonlari ve antioksidan nitelikleri
degerlenqirilmistir.

GEREC-YONTEM: Piridin-2,5-dikarboksilikasit ¢ikis maddesi kullanilarak elde edilen piridin-2,5-dikarbahidrazit
bilesiginin, alkil/aril izotiyosiyanatlar ile reaksiyonundan olugan 1,4-disUbstitte tiyosemikarbazitlerin halkalagmasi
sonucu bis-1,2,4-triazol halkasi ihtiva eden yeni bilesiklerin sentezi yapilmistir. Bilegiklerin karakterizasyonu igin;
erime noktalari, FT-IR, 1H-NMR (400 MHz) ve 13C-NMR(100 MHz) teknikleri kullanilmistir. Yeni bilegiklerin, DPPH
serbest radikal, ABTS katyon radikali sipiirme aktiviteleri ve metal selatlama kapasiteleri test edilmistir. Yeni
sentezlenen bilesiklerin AChE, hCA I ve II enzimleri Gzerindeki aktiviteleri spektrofotometrik islemlerle
arastirilmstir,

BULGULAR: 4a bilesi§i hem DPPH hemde ABTS katyon radikali yakalama lizerinde ylksek aktivite gdstermigtir.
Yeni sentezlenen bilesikler (3a-e, 4a-e) tarafindan AChE, sitosolik hCA I and II enzimleri, farkli derecelerde inhibe
edilmistir. Yeni sentezlenen bilesikler icin Ki degerleri sirasiyla, AChE enzimine kargi 3.07£0.76-87,26+29.25 nM,
hCA I enzimine karsi 1.47+0.37-10.06+2.96 nM, ve hCA II enzimine kargl 3.55+0.57-7.66+2.06 nM arahgindadir,
SONUG: Tiyosemikarbazit halkalasmasinin, 1,2,4-triazol halkas iceren yeni bilesiklerin indirgeme gicinu negatif
olarak etkiledikleri goriilsede, selatlama aktiviteleri Gzerinde pozitif etkileri tespit edilmistir. Sentezlenen bilegiklerin
timi AChE, hCA 1 ve II enzimlerini kuvvetli bir sekilde nanomolar seviyelerde inhibe etmistir. Bu ylzden yeni
sentezlenen 4,5-disubstitue-1,2,4-triazol-5-thion bilesiklerinin, AChE ve hCA inhibitdrleri olarak glokom, gastrik ve
duodenal ulserler, epilepsi, osteoporoz ve norolojik bozukluklar gibi gesitli hastaliklarin tedavisinde terapi amaciyla
kullanilabilecek aday ilaglar alabilecekleri disintlmektedir,
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Synthesis and Antioxidant Properties of Novel Pyridine Compounds Containing Bis-1,2,4-
Triazole Moiety
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OBJECTIVES: The synthesis and biological activities of some novel derivatives of 4,5-disubstituted-1,2,4-triazole-5-
thiones (3a-e, 4a-e) were focused in this work. Firstly, these compounds were synthesized and later evaluated for
their acetylcholinesterase (AChE), human carbonic anhydrase (hCA I and 1I ) inhibitory, and antioxidant properties.
Materials-METHODS: New compounds including ring bis-1,2,4-Triazol were synthesized by cyclization of
corresponding 1,4-disubstituted tiyosemicarbazides formed from the reactions of pyridine-2,5-dicarbohydrazide by
obtained using pyridine-2,5-dicarboxylic acid with alkyl/aryl isotiyocyanates. These compounds were characterized
by performing of melting point, FT-IR, 1H-NMR (400 MHz), and 13C-NMR(100 MHz). The samples were tested with
DPPH free radical, ABTS cation radical-scavenging activity, ferrous chelating capacities, The inhibitory effects of
novel derivatives on AChE, hCA 1 and II activity was investigated conforming to spectrophotometric process.
RESULTS: Compound 4a showed high activity against both the stable DPPH radical and ABTS cation radical. AChE,
Cytosolic hCA | and I isoforms were potently inhibited by the derivatives with Kis in the range of 3.07+0.76-
87.26429.25 nM against AChE, in the range of 1.47+0.37-10.06+2.96 nM against hCA I, and In the range of
3.5540.57-7.66+2.06 nM against hCA 11, respectively. T
CONCLUSIONS: While negatively affected of the reducing power capacity of cyclization to 1,2,4-triazole ring *
appeared to positively effect for chelating activities. All the molecules efficiently inhibited AChE, hCA I and |
enzymes, at the nanomolar levels. So, novel derivatives of 4,5-disubstituted-1,2,4-triazole-5-thiones are
considered that can be excellent candidate drugs, like AChE, and CAls inhibitors, for treatment of som
like glaucoma, gastric-duodenal ulcers, epilepsy, 0steoporosis, or neurological disorders for therapy,
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